six and a half weeks from May 30, 1923, she had been an in-patient at the Royal Northern Hospital, and Dr. W. M. Dickson, resident medical officer, kindly informed me that the diagnosis had been purpura. When in that hospital there were petechihe over the chest, and there was some blood in the stools. Obstinate constipation. Enlarged glands in left axilla. Heart: faint systolic murmur at the mitral area. Spleen, not enlarged. Much pyrexia, with remissions. No tubercle bacilli found in the sputum. A blood-count gave: Heemoglobin, 80 per cent.; erythrocytes, 5,000,000 to the c.mm. of blood; white cells, 4,400; colour index, 0x8. The lymphatic glands excised from the neck in 1920 had suggested lymphoma or simple inflammatory enlargement; the history had pointed to the latter. Here I would remark that a " biopsy" microscopical examination of an excised gland in early cases of Hodgkin's disease does not always reveal the changes characteristic of the fully developed disease.
As already mentioned, patient was admitted to the German Hospital on September 22, 1923, with fever, moderate splenomegaly and remains of a purpuric eruption. She had a packet of enlarged lymphatic glands in the left axilla, said to have been noticed first about a year previously. None of the other supernfcial lymphatic glands were enlarged, but there was a scar on the left side of the neck from excision of glands in 1920. She was not emaciated. There were no signs of pulmonary tuberculosis. The Pirquet's cuti-reaction for tuberculosis was weakly positive, as it is in most adults. The Wassermann reaction for syphilis was completely negative. Some of the teeth were loose, with suppuration around them. The heart was not decidedly enlarged ; occasionally a slight mitral systolic murmur was present, but otherwise there was no sign suggesting any valvular disease. Brachial systolic blood-pressure: 100 mm. Hg. Urine: free from albumin and sugar. Nothing abnormal by ophthalmoscopic examination. Blood-count (by Dr. G. Welsh, September 24, 1923) : Haemoglobin, 60 per cent.; erythrocytes, 4,480,000 per c.mm. of blood: white cells, 2,800 (leucopenia). The differential count of white cells gave: Polymorphonuclear neutrophils, 65 per cent.; lymphocytes, 30 per cent.; transitionals and large mononuclears, 3 per cent,; no eosinophils; mast-cells, 2 per cent.
In the hospital the pyrexia varied a good deal from time to time, and the patient was obviously losing ground. Removal of some of the loose teeth, and a trial of " electrargol " treatment did no good. Towards the end the pyrexia was higher and the patient was drowsy or semi-comatose. During the last three days an extensive patch of ecchymosis appeared in the skin of the left front of the abdomen. She died on October 13. Blood-cultures had been attempted on October 9, a few days before death, but yielded only staphylococci and diphtheroid bacilli, probably due to skin-contamination. Dr. 0. Heath reported that portions of the citrated blood, diluted in broth, were incubated aerobically and anaerobically. " After three days' incubation, growth was discovered in two bottles out of six, but this consisted only of staphylococci and diphtheroid bacilli. Streptococci were not discovered."
The spleen, about four times the normal size, was of friable consistence and red colour, containing minute wbitish granule-like patches scattered throughout its substance. The liver was enlarged and soft, suggesting " cloudy swelling." The gall-bladder contained gall-stones, but was not obviously inflamed. The kidneys were rather large and their macroscopic appearance suggested "cloudy swelling." The heart was not hypertrophied and was free from endocarditis and valvular disease. The lungs showed hypostatic congestion. Besides an ecchymotic area of the skin over the left front of the abdomen there was also an ecchymotic condition of the mucous membrane of the uterus and part of the large intestine. The ovaries appeared normal. No evidence of tuberculosis was found anywhere. The packet of enlarged lymphatic glands in the left axilla consisted of about eight glands of various sizes up to the size of a pigeon's egg. They were of firm consistence and of white or reddish-white colour, showing macroscopically a few small haemorrhages and one or two minute necrotic patches in their substance. The majoritv of the deep lymphatic glands-mediastinal, mesenteric, retroperitoneal-were swollen and contained reddish patches (as if from haemorrhages) or were altogether reddish (like hammolymph glands).
Microscopical sections were prepared from a piece of the spleen and from one of the enlarged axillary lymphatic glands. In both these the most important feature was the presence of multiple areas of necrosis. In the spleen some of these necroses were large enough to be visible to the naked eye, and they were doubtless the cause of the granule-like patches noted by macroscopic examination of the spleen at the post-mortem examination.
Endothelioid cells and a few scattered multinuclear cells (giant-cells) of the characteristic kind met with in lymphogranulomatosis maligna (Hodgkin's disease) were also present. There were no giant-cell systems or giant-cells of the Langhans or tuberculosis type. Dr. H. M. Turnbull, of the London Hospital, kindly examined .the sections and told me that he was convinced that the case was one of Hodgkin's disease-of which, during acute stages, such necrotic changes constitute a characteristic feature. REMARKS ON LYMPHOGRANULOMATOSIS MALIGNA. An unusual feature of this case was the occurrence at various periods of haemorrhages in the skin and mucous membranes, and heamaturia. 0. Naegeli, for instance, in the fourth edition of his " Blutkrankheiten und Blutdiagnostik" (Berlin, 1923, p. 450) , under " negative diagnostic signs" of lymphogranulomatosis maligna, emphasizes the usual absence of hemorrhagic signs or complications.
In acute cases and acute stages of lymphogranulomatosis maligna (Hodgkin's disease) I believe that multiple microscopic or macroscopic necroses are probably always present in the affected lymphatic glands and viscera. In the present case, although the necrosed areas were mostly not obvious to rough naked-eye examination, the total proportion of necrosed tissue must have been very considerable. The pyrexia in such cases, whether of the Pel-Ebsteinl (recurrent) type or of another (regular or irregular) type, may be due to absorption of necrosed tissue or to there being, as I have suggested, a condition of acute dissemination in the body of the unknown causative agent of the disease, analogous to the various kinds of " bacillemia," &c. Many years ago, in a paper on " Acute Cases of Hodgkin's Disease," I wrote :a_ " The acute dissemination of the disease throughout the body should, I think, be regarded as a 'septicsemia of Hodgkin's disease,' using the word septictemia in the broadest sense of the term, as it is used in ' gonorrhogal septicEemia,' 'pneumococcal septictemia,' 'influenzal septicaemia,' and as it might justly be used in referenee to . . . miliary tuberculosis. According to this view the lymphadenomatous nodules in the viscera are, of course, not metastatic growths in the ordinary sense of the term (that is to say, in the sense in which secondary carcinomatous nodules are metastatic), but are due to metastasis or generalization of the exciting cause of the disease; that is to say, of the hypothetical microbe."
In spite of the work of E. Fraenkel and H. Much in Germany, and of C. H. Bunting and J. L. Yates in America, and of others, the microbic agent of lymphogranulomatosis maligna seems not as yet to have been discovered, and is certainly not any variety of the tubercle bacillus. That patients with Hodgkin's disease not very rarely likewise have glandular or pulmonary tuberculosis, and sometimes die with acute miliary disseminated tuberculosis, is universally admitted, but the frequency and the age-incidence of tuberculosis are probably sufficient to account for the association of the two diseases whenever it occurs. Latent tuberculosis of lymphatic glands is undoubtedly very common, and it is possible that Hodgkin's disease may sometimes arouse quiescent and latent glandular tuberculosis to fresh activity. The frequency of latent glandular tuberculosis may likewise account for the occasional positive results of guinea-pig inoculation from supposed pure cases of Hodgkin's disease. I regard lymphogranulomatosis maligna (Hodgkin's disease) as an infection, of unknown causation, of the lymphatic endothelial or endothelial-reticular tissue, commencing most frequently in the cervical or axiliary glands. But as the disease progresses and the infective agent (whatever it may be) becomes more and more disseminated over the body, the whole lymphatic glandular system may become involved. In fact, since lymphatic radicles with their endothelial elements are present in almost all parts of the body, it is not surprising that typical lymphogranulomatous growth may occasionally be found in organs or parts of the body which are supposed normally to be destitute of lymphauic glandular (lymphadenoid) tissue. In advanced cases lymphogranulomatous nodules in the liver are quite common, and in rare cases the vertebral periosteum may be affected, and lymphogranulomatous growth may take place in the loose fatty and connective tissue in the vertebral canal outside the dura mater.1
It seems that in typical fairly chronic and advanced cases of lymphogranulomatosis maligna there are always two processes in progress: (a) an acute necrotic process in the affected parts; and (b) a reactive process of fibrosis. Two analogous processes are, of course, generally at work in cases of chronic tuberculosis and tertiary syphilitic gummatous disease, notably in tuberculosis of the lungs or lymphatic glands, and in gummatous disease of viscera.' The first process (a) is apparently to be explained as the direct effect -the expression of the " action" of the causative agent of the disease or of the toxins which it produces. The second process (b) is to be regarded as the indirect effect-the expression of the vital tissue-reaction against the causative agent of the disease and its toxins, and the necrotic tissue-changes which they produce. The lymphogranulomatous process in the affected lymphatic glands may occasionally spread outside the capsule, giving rise to periglandular lymphogranulomatous growth and fibrosis. Sometimes the necrotic process, for instance in the liver, also involves tissue bordering on but actually outside the lymphogranulomatous growths. In lymphogranulomatosis maligna, as the fibrosis or the necrosis, or both these processes progress in the affected lymphadenoid tissues, the lymphocytes in the circulating blood tend to diminish in number, though sometimes the progressive glandular fibrosis seems to be accompanied by attempts at compensatory regenerative hyperplasia of lymphadenoid tissue. As in most infective diseases, so also in lymphogranulomatosis maligna, there is usually more or less absolute or relative polymorphonuclear leucocytosis, but in advanced cases, especially cases with decided splenomegaly, there is often leucopenia, as, for instance, there was in the present case. In this connexion it should also be noted that in lymphogranulomatosis maligna the bone-marrow is often more or less involved, and probably sometimes more extensively than is commonly supposed. Dr. H. M. Turnbull kindly informs me that at the necropsy on one case (a boy, aged 14 years) he found very numerous pearly, yellowish-white, pin-head-sized nodules throughout the marrow of the humerus and femur. A few nodules of similar appearance lay in the marrow of the lumbar vertebral, sternum and ribs. The marrow in all these sites was red, and Dr. Turnbull thought at the time that the bone-marrow involvement might have been the cause of the anaemia present in that case. F. Parkes Weber, ' Paraplegia and Cauda Equina Symptoms in Lymphogranulomatosis Maligna (Hodgkin's Disease)," Quarterly Journal of Medicine, Oxford, 1923, xvii, pp. 1-5. 2 Here it might be noted that, as in tuberculosis and gummatous syphilis, so also in cases of lymphogranulomatosis maligna, amyloid or similar changes in the viscera may occur.
